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Introduction
Cooperative Group trials enroll large numbers of patients; therefore, they present a unique opportunity to create large banks of specimens that can be linked to clinical histories and outcomes. These banks provide invaluable resources that can be used for many types of research. Specimens are collected as specified in Cooperative Group protocols and are stored at respective Cooperative Group banks. To ensure consistency, all specimens are collected and stored similarly; to minimize bias, a large number of clinically annotated specimens needs to be available from diverse and  multiple populations across many institutions. 

Specimens (and related information) that will be stored are stripped of personal identifiers and given a unique code. In this way, research investigators who request the use of specimens receive only coded specimens and information. Research investigators do not receive any personal identifiers or access to the link that could identify the patient. Only select individuals within each Cooperative Group have access to the link that identifies the patient. This includes staff at the statistical center and/or data management center and specimen bank who have appropriate Human Subjects Protection Training. In this way, the privacy of the patient and the confidentiality of associated information are safeguarded. 

Why was the Cooperative Group's Model Consent Form Language for Specimen Banking Developed? 

The Cooperative Groups manage banks with thousands of specimens and, consequently, there is a need for simple, clear permission statements that 1) assure that the specimens are used in accordance with the patient's preferences for how his/her specimens are to be stored and used; 2) ensure that information the patients are receiving reflects the intent and procedures of the Cooperative Groups; and 3) allow appropriate tracking and use of the specimens by the Cooperative Groups. 

To meet this need, the Cooperative Groups have developed a harmonized version of the banking text and a standard set of permission statements in their group consent forms. The low-literacy text used addresses the current concerns of applicable government agencies and maintains simplicity so that the forms are understandable to patients of all educational levels and backgrounds. Additionally, the banking language specifically reflects the Cooperative Group banking policies and procedures.

The Cooperative Group banks made a collective decision to require informed consent from individual patients for general uses of their specimens and produced a model informed consent template as a guide.  OHRP has determined that the prospective collection of biological specimens for research purposes and banking is considered human subjects research requiring consent, while the use of coded specimens and information does not constitute human subjects research.  Although the use of coded specimens may not constitute human subjects research, the Cooperative Group banks still require the research plan be submitted to an IRB/EB prior to the release of specimens. The intent of the effort is to respect patients and to allow a degree of autonomy by enabling patients to categorically choose how their specimens may be used. As another safeguard for ensuring the patient’s wishes are respected, the Cooperative Groups also have developed guidelines for access and use for the banked specimens. These guidelines include review of proposed research by the investigator’s IRB/EC and the IRB/EC of oversight for the specimen bank to ensure the proposed research follows acceptable procedures and conforms to   the selected preferences of the individuals whose specimens will be accessed.
Note: The Cooperative Group model banking consent form text, including the standard set of permission statements for banked specimens has been reviewed by the OHRP and meets all regulatory standards. The model consent form has been approved by the NCI as accurately reflecting Cooperative Group banking policy. In addition, patient representatives served as members of the committees involved in the development and review of the model consent form language and corresponding patient brochure.

What is the Standard Text of the Permission Statements and Their Intent? 

The standard statements (provided below) are intended to summarize the salient issues that we are asking patients to consider in their decisions to participate in human specimen research, as well as in their preferences if they decide to participate in future research.
The language used in the statements reflects the Cooperative Groups' intent for storage and future use of the specimens and any changes in the language may misrepresent the intended use. 

 The language is also consistent with the Cooperative Groups' commitment to convey complete and accurate information to patients in a simple, patient-appropriate manner. 

Each of these statements summarizes information presented in more detail in the text of the informed consent document.

1. My coded samples and related coded information may be kept for use in research to learn about, prevent, or treat cancer.  This may also include research on inherited traits (genes passed on in families).  Yes No 

The intent of this statement is to ensure that patients understand and agree that their specimens may be used in research related to cancer. For more information on this topic, please see number 12 in the FAQ section.
2. My coded samples and related coded information may be kept for use in research to learn about, prevent, or treat other health problems (for example: diabetes, Alzheimer's disease, or heart disease). This may also include research on inherited traits (genes passed on in families). Yes No 

The intent of this statement is to determine whether patients agree to have their specimens used for research other than cancer. For example, using colorectal cancer specimens to understand ulcer formation, or using DNA specimens from patients treated with tamoxifen to understand how tamoxifen may improve treatment of bipolar disease. 

3. Someone from my hospital or [insert Cooperative Group name] may contact me in the future to ask me to take part in more research. Yes No 

The intent of this statement is to determine whether patients will agree to be re-contacted for either the current study or another study. 

Frequently Asked Questions by Investigators and 

Institutional Review Boards/Ethics Committees (IRBs/ECs) 

The Cooperative Groups remain committed to ensuring that all patients involved in research are provided with consistent information and that this information reflects what will actually happen with the specimens. The following (under topical subheadings) are some of the frequently asked questions (FAQs) that have arisen during preparation of local consent forms and review by the local IRBs/ECs: 

PRIVACY ISSUES 

1. Is Personal Health Information (PHI) stored by the bank?*   Frequently, yes 
Specimens submitted to the banks for future use may be labeled with patients' initials or other PHI. Forms submitted with the specimens may also contain PHI. Although some PHI is submitted to the banks, no PHI is distributed to any research investigator, unless specific consent to do so has been given.
Specimens are assigned a unique (specimen bank) code before or upon arrival at the bank; the code can be linked to the patient through the patient's study number. (The patient's study number is not derived from any patient-identifying information.) This amount of minimal information is necessary to prevent the possibility of misidentifying specimens when they are to be withdrawn from use at the request of the patient. 

Limited PHI also may be entered into a bank's database, to allow for proper consent tracking and linkage to the clinical database maintained at the Cooperative Group Statistical Center.  

*Check with the sponsoring Cooperative Group for specific policies/practices. 

2. Is personal health information given out to the research investigator? No 

Only de-identified specimens are released to research investigators requesting the use of the banked specimens.  De-identified specimens are stripped of all PHI and contain only unique codes. If any reports (such as pathology reports) are given to research investigators, they will either be stripped of identifiers or restricted to a Limited Data Set as defined by HIPAA.   

Research investigators who would like access to the clinical data such as medical history, treatment history, response to treatment and disease status, must submit an application to the sponsoring Cooperative Group. Every application is carefully reviewed by experts or committees. Clinical data studies also must be reviewed by the research investigator's IRB/EC. The release of limited demographic information may be granted, including age, gender, or race. Patient names, initials, sites of treatment, medical record numbers, or actual dates of birth will not be released for research projects unless additional consent is obtained from the patients. 

3. How is a patient's personal information protected when specimens are stored at the bank and who has direct access to the specimens? 

Access to the specimens and the databases is restricted to personnel who need to perform data entry, process specimens, and ensure the overall accuracy and integrity of the specimen banking process. Cooperative Groups ensure that such personnel understand the importance of maintaining privacy about patients' specimens and data. Bank personnel have direct access to physical specimens.  The Statistical Center staff has access to data associated with the specimens. 

· Electronic data is held in password-protected databases that are located on secured servers. Access to databases and servers is limited to key personnel.  Paper files are stored in secure rooms in locked file cabinets. 

· The Cooperative Group’s Statistical Center, not the specimen bank, maintains the link between the patient's study number and the patient's clinical, identifiable information.

· Research investigators accessing banked specimens are only provided with specimens identified with a specimen bank code, not a patient study number. Additional demographic or medical information may also be supplied to research investigators, but care is taken to ensure that the patient cannot be identified in any way. Data will be coded in a similar manner as the specimens given to the research investigator and the research investigator will not have the link to the patient's identity.

· The specimen bank and the Cooperative Group's Statistical Center maintain the respective links between the specimen bank code and the patient study number.

4. Where will the specimens be stored? 

The specimens will be stored in designated laboratories (banks), each monitored by the IRB/EC of record for the facility where the specimens reside. All specimens and related data are stored in controlled environments with security measures in place (such as restricted access), in order to protect collections and patient privacy. 

5. Why can't the stored specimens be stripped of all identifiers (anonymized)?
Many of the specimens are associated with patients still on clinical trials; other specimens are from patients who have completed clinical trials.  Regardless, clinical follow up is an essential and unique component of the resource of specimens in the Cooperative Group banks.  Knowing when and if the tumor recurred, when and if the patient died, the patient’s response to therapy, whether there were any adverse events and what other treatments were received enhances the research possibilities for clinical benefit and tailored therapeutics.  Anonymizing these specimens would destroy the ability to update specimen annotation and over time would limit their usefulness.  

ACCESS AND USE OF SPECIMENS 

Note: The specimens collected as part of Cooperative Group trials are under the guardianship of the Cooperative Group noted in the applicable protocol.
6. Who is allowed to use the specimens? 

Any research investigator who would like to use specimens from a Cooperative Group bank must submit an application to the sponsoring Cooperative Group. Every application is carefully reviewed by expert scientific committees and if approved, by the research investigator's IRB/EC. 

Specimens and associated data are only released to those research investigators whose studies have been, at a minimum, approved by the Cooperative Group and reviewed by the research investigator’s IRB/EC. Additionally, any research investigator receiving specimens from a Cooperative Group bank must sign a usage agreement with the group which acknowledges that the recipient agrees to comply fully with all regulations, use the specimens in accordance with the conditions stipulated by the bank's IRB, and to promptly report to the bank any proposed changes in the research project and any unanticipated problems involving risks to subjects or others. Refer to the Cooperative Group's policies for more details. 

ACCESS TO STUDY RESULTS RELATED TO THE SPECIMENS 

7. Will patients or their physicians be given individual results of the outcome of the research done with their specimens? No.
New information generated from currently defined or future research projects, will not be reported to the patient or the physician and will not be placed in the patient's medical record. These research studies are exploratory and the significance to the disease or to the patient has not been established. Research results are not used for clinical decision making, except when they are required for patient eligibility, randomization or safety evaluation for a clinical research trial and are performed in a Clinical Laboratory Improvement Amendments (CLIA) approved laboratory. 

8. Will the local IRB/EC where the patient enrolls to the trial be given an opportunity to review any future research studies before specimens are used? No  

The IRB/EC of the institution from which the specimen was obtained will not be reviewing the proposed research.  The Cooperative Group Banks require that the research investigator’s IRB/EC must approve the research before the bank will release specimens to the research investigator.  

9. When a patient gives permission for his/her specimens to be kept for future research will he/she be re-contacted prior to the use of the specimens?  No 

Patients will not be re-contacted. If a patient does not want research done under the conditions presented in the standard consent statements, he/she may answer “no” to any or all of the banking statements. 

TERMINATION OF PARTICIPATION IN THE BANKING EFFORT 

10. What happens to the specimens if a patient no longer wishes to participate? 
The patient’s withdrawal of consent must be documented in writing. When patients withdraw their permission for further use of their specimens for research, depending on the type of specimen remaining in the bank, the specimen will either be returned to the originating institution or destroyed. Diagnostic fixed tissue blocks, slides, and karyotypes will not be destroyed. These specimens will be returned to the originating institution. Diagnostic materials pertaining to central reviews may be retained for documentation purposes. At the request of the patient, all other specimens will be destroyed per policy of the bank storing the specimens.  

Specimens that have been used or information generated by research investigators prior to patient withdrawal cannot be returned or destroyed. 

CHANGES TO THE CONSENT FORM (also refer to page 3) 

11. Can an institution modify the language of the Cooperative Group Banking Consent Form? 
Consent Form Text: Editorial changes to the model banking consent form may be made as long as they do not change information or the intent of the consent form. (If the local institution is uncertain about the impact of local changes to the text, it must check with the sponsoring Cooperative Group.) 

Consent Form Permission Statements: The text of the consent permission statements themselves may not be altered. It is important that all institutions maintain the statements as they are provided in the Cooperative Group model consent forms in order for the specimens to be used appropriately. The Cooperative Groups do not have mechanisms to track local modifications of these statements in their databases. Group databases are keyed to the statements as specifically stated in the Cooperative Group model consent form provided for each study. For this reason, the Cooperative Groups are not able to honor restrictions and limitations except for those already outlined in the Cooperative Group model consent form. In addition, such changes could warrant auditors to consider these actions as “major deficiencies”, having serious consequences for the institution being audited.  Furthermore, the modified wording may not accurately reflect Cooperative Group options actually available to the patients. 

GENETIC STUDIES WITH SPECIMENS 

12. What is meant by “genetic” research?  

Genetic research is the analysis of specimens to detect information about genetic material (DNA). Each cell that contains DNA in a person's body has genetic material that was inherited from the person's parents. In addition, changes can occur to DNA after birth due to external causes such as exposure to the sun.  Those types of changes are typically not passed down to the next generation and are, therefore, considered not inherited. Research examining inherited DNA and changes made to the DNA after birth are both regarded as “genetic” research for the purposes of the Cooperative Group model consent form. 

Genetic research may be carried out on a variety of specimens (e.g., normal tissues, diseased tissue, blood, cells, or other sub-cellular components). 

Some examples of genetic research include studies of genetic mutations that make people more or less susceptible to developing cancers (e.g., BRCA1 and BRCA2).  More commonly, genetic research in Cooperative Group studies is concerned with identifying genes that may affect a patient's response to therapy. An example of this type of research would be identifying genes that may affect a patient's ability to metabolize certain therapies. Also, some genetic research attempts to identify genes or groups of genes that may affect a tumor's response to therapy or a patient's risk of side effects. This type of research led to the development of a drug (Herceptin) that targets the 25% of breast cancers that over express the HER2 gene.

SPECIMEN STORAGE AND STEWARDSHIP 

13. Who has responsibility for the specimen and the research data generated from the specimen? 
The individual Cooperative Groups and the banks storing the specimens serve as responsible stewards (or guardians) of the specimens. The patient retains the right to withdraw permission for use of the specimens at any time, for any reason. 

Any research data or subsequent information is owned by the sponsoring Cooperative Group and possibly their collaborators. The patient will not receive any payment for use of his/her specimen, even in the event that research from the specimen may lead to a commercial product.  

Publications may show results of studies that used these specimens.  In that case, no personal identifying information will be used.

It is also possible that data derived from these specimens will become available in public databases, such as the NCI-sponsored cancer Biomedical Informatics Grid® (caBIG®).  Privacy and confidentiality safeguards from the Cooperative Groups still apply, as do additional safeguards that NCI has put into place for caBIG® and other such programs. 
14. How long will the specimens be stored by the Cooperative Group bank? 
Specimens will be stored indefinitely or until they are depleted or the patient withdraws his or her consent. 
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